is known about the risk of VTEs and prognostic classification in early (stages I-III) CRC. In a retrospective series of gastrointestinal cancers, the incidence of VTEs among 1299 CRC patients was 8.9% (115 cases). The 25% (29 cases) of VTEs occurred in patients with localized disease, with a median time to occurrence of 7.1 months, and with 94% of VTEs developing in patients with a low or intermediate Khorana risk score. 3 In a prospective study by Mandala and colleagues, 4 the rate of VTE across 122 colon cancer patients receiving adjuvant fluorouracil was 7.4%, with a basal prechemotherapy platelet count and a previous episode of VTE that were independently associated with the risk of VTE during adjuvant chemotherapy.
VTE is associated with significant resource utilization and increased healthcare costs in ambulatory cancer patients. In particular, in the postoperative setting, where adjuvant chemotherapy is potentially curative, the selection of high-risk patients with the aim of preventing vascular events and possibly reducing mortality is of relevant importance. A complementary study to the TOSCA trial was planned to investigate the discriminatory power of Khorana score in terms of occurrence of VTE, time to VTE, and overall survival (OS). 5 
Material and methods

Study design and data extraction
Patients included in the present post hoc analysis are a subgroup of those enrolled in TOSCA trial. Participation was not mandatory, but at the discretion of each center. Inclusion of patients followed this approach: all centers that enrolled at least 10 patients in the TOSCA trial were given the opportunity to participate in this study. To avoid selection bias, the centers that decided to participate were asked to include at least 10 consecutive patients.
Data on baseline information (cancer stage and histopathology, age, gender, current medications, recent surgery, Eastern Cooperative Oncology Group performance status (ECOG-PS), chemotherapy regimen) were collected prospectively during the main study. Data on BMI, number of leucocytes, platelets, and hemoglobin were recorded retrospectively, and the KS was calculated accordingly. Both asymptomatic and symptomatic VTE were recorded. Symptomatic thrombosis forms were checked with standard diagnostic methods. The medical charts and radiological history of all patients were checked for ultrasonography of the limbs, chest, and abdominal computed tomography scan, and perfusion/ventilation lung scan. VTEs were diagnosed by the treating clinician on the basis of clinical suspicion, using the usual diagnostic procedures or with the per protocol radiologic examinations, and were treated as for standard of care. Approval was obtained from local ethics committee for each participating site. The TOSCA trial followed the guiding principles of the Declaration of Helsinki and the Good Clinical Practice Guidelines of the International Conference on Harmonization, and all patients provided written informed consent.
TOSCA trial overview
Briefly, the TOSCA study is a phase III, randomized, open-label, non-inferiority, multicenter trial conducted in 130 Italian centers and involving patients with resected colon cancer located >12 cm from the anal verge by endoscopy, or above the peritoneal reflection at surgery. After stratification by center and stage (high-risk stage II versus stage III), patients between 3 and 10 weeks from surgery were assigned randomly in a 1:1 ratio to receive 3 months of FOLFOX-4/XELOX (experimental group) or 6 months of FOLFOX-4/XELOX (control group). The primary end point was relapse-free survival (RFS), defined as the time from the date of randomization up to the date of the first relapse or death from any cause. At the primary analysis, 5 the trial failed to formally show non-inferiority of 3 versus 6 months of treatment to the predefined margin of 20% relative increase. However, in the low risk population (pN1 disease), the 3 months was similar to the 6-months duration in term of RFS.
Statistical analysis
Continuous variable summaries included mean and standard deviation (SD), median and first (Q1), third (Q3) quartile and range, whereas, for categorical variables, the frequency and percentage of subjects who were in the particular group were used; the denominator for the percentage calculation was based on the total number of subjects in the relevant analysis group. Chi-square test (or Fisher exact test, as appropriate) and t test were used to compare categorical and continuous variable, respectively. The proportion of patients who experienced a VTE were provided for each KS risk group. Since the TOSCA trial randomized patients to two regimen durations, the proportion of events was calculated also for each TOSCA arm, and the proportion of patients with a VTE in the first 3 months of treatment were extracted.
To test the associations between the risk of VTE and the KS, treatment duration, and clinical characteristics on outcomes and logistic regression models were used. The results are expressed as odds ratio (OR) with its 95% confidence interval (95% CI). Finally, the sensitivity, sensibility, positive and negative predictive value, and accuracy of the KS were calculated and provided. Time to VTE was defined as the time from the date of randomization to the date of the first VTE. Deaths without a previous occurrence of a VTE were considered as competing events. OS was defined as the time from the date of registration to the date of death from any cause. Subjects who were not reported as having died at the time of the analysis were censored at the date they were last known to be alive. Fine-Gray and Cox regression models were used to assess the effect of the KS, treatment duration, and demographic and clinical characteristics on time to VTE and OS, respectively. The results are expressed as subdistribution hazard ratio (SHR) or hazard ratio (HR) with their 95% CI.
Analyses were performed using SAS 9.4 (SAS Institute, Cary, NC, USA) at the Istituto di Ricerche Farmacologiche Mario Negri IRCCS.
Results
Of the 3759 patients randomized in the TOSCA trial, 1713 were included in this complementary study, and 1383 were assessable for the analyses (Figure 1 ). Since only three patients were classified as high risk according to KS, they were excluded from analyses. Therefore, 1380 patients were included in this analysis. Overall, 1053 (76.4%) and 327 (23.6%) patients were classified as low and intermediate risk, respectively. The two groups were well balanced for demographic and pathological features, except for sex, with more female patients in the low risk group (Tables 1 and 2 ). Almost all patients had an adenocarcinoma (99.1%), and most of them were stage III (65.5%); only 4.4% of patients had a PS ECOG of 1. In both groups, FOLFOX and XELOX were equally prescribed. Median follow up was similar (62 months) in the low-and intermediate-risk groups. Overall, the characteristics of included patients were similar to the whole TOSCA population.
Khorana score
The parameter used for calculation of the KS are summarized in Table 3 . One point each was attributed to number of platelets >350,000/mm 3 , Hb level <10 g/dL, leucocyte >11,000/mm 3 , BMI > 35 (0 points were provided to all patients for disease site according to KS definition).
VTE and KS prediction
A total of 50 (4.8%) and 22 (6.4%) patients experienced at least one VTE in the low and intermediate KS groups, respectively ( 
Discussion
Although the TOSCA trial was not able to confirm non-inferiority of shorter adjuvant chemotherapy duration, it established that relevant hematological and nonhematological toxicities were significantly less in the 3-month arm. 6 In this retrospective, post hoc analysis of this phase with OS. This analysis is, however, influenced by the low number of VTEs, and is potentially not conclusive in demonstrating association of the covariates with survival.
It is well known that cancer procedures, and, in particular, colorectal resection, increase thromboembolic risk. 7 For this reason, extended postoperative prophylaxis after elective surgery for cancer with low molecular weight heparin or fondaparinux (to be continued up to 5 weeks after surgery) is suggested. The risk is also associated with the start of chemotherapy in outpatients cancer subjects, with the risk being higher in upper gastrointestinal tumors and lung cancer and lower in colorectal cancer, where the rate of VTE is 0.9%, according to Khorana and colleagues. 8 Prechemotherapy platelet count and hemoglobin other than use of white cell growth factors were significant predictors of VTEs. In another population of elderly patients with stage III CRC, 9 the risk was higher in older age (75-80 years) and in patients who received chemotherapy and had comorbidities evaluated according to the Charlson comorbidity index.
Overall, although the proportion of patients who experienced a VTE in our series was low, but not negligible, some lessons can be derived from these results. First, early stages of CRC represent a disease with a low-intermediate Khorana risk of VTE. Among the patients included in the current study, 76% and 24% were classified as being of low and intermediate risk according to the KS, the latter with a calculated KS equal to 1 in 87% of cases. Second, we cannot identify any predictive factor for VTEs, as the KS is not sufficiently accurate (74% of cases were well classified) to predict thromboembolic events, nor adequately prognostic for survival due to lack of correlation of intermediate risk subgroup with VTEs and OS. Third, the reduced duration of adjuvant chemotherapy (3 compared with 6 months) was not found to reduce the VTE risk. In this regard, chemotherapies used in the TOSCA trial (fluoropyrimidines and oxaliplatin) are not commonly associated with an increased risk of VTE compared with cisplatin or antiangiogenetic agents, and their role in significantly increasing the baseline risk is formally unknown but cannot be excluded. 10, 11 It seems conceivable that VTEs occur as a consequence of individual risk factors and underlying neoplastic disease more than duration or type of treatment. Finally, no significant effect of the Khorana risk score on prognosis was found. The reason for this is likely to be the results of the nonmetastatic stage at diagnosis, and the relatively low Khorana risk of the population evaluated, where only 0.2% of patients scored 3 14 Our data are also in accordance to the original validation of the score in which the positive predictive value for VTE was 7.1%. 2 In Save-ONCO, 15 similarly, a 1608-patient primary prevention randomized study among patients with cancer, the Khorana risk score did not predict most of the VTEs, and most of the thromboembolic events (64%) occurred among patients with an intermediate risk.
Recently a meta-analysis of risk prediction of KS in cancer patients (45 studies) found that, of the patients with VTE (in a 6-month period), 23.4% were classified as high risk. 16 The latter authors concluded that KS is able to select outpatients subjects with cancer for prophylaxis, but most events occur in low-intermediate risk setting.
The role of thromboprophylaxis in ambulatory cancer patients is widely debated and suggested for high-risk patients. In the Cochrane systematic review and meta-analysis regarding this topic, 17 low-molecular-weight heparin was associated with a 46% lower incidence of symptomatic VTE, and reduced the incidence of symptomatic pulmonary embolism by 41%, although the absolute differences were small, with no increase in the risk of major bleeding. In addition, this meta-analysis included mainly patients with locally advanced or metastatic cancer, and so the results may not be generalizable to patients in the initial stages, as in the case of the TOSCA trial. In this regard, data on thromboprophylaxis in adjuvant trials is lacking and urgently awaited. On the contrary, the TOSCA trial, despite not adding a definitive novelty to the current knowledge, confirms that there is no need for thromboprophylaxis in patients with CRC undergoing adjuvant chemotherapy, and with risk defined through KS. Riedl and colleagues previously confirmed that, in early CRC, the rate of VTE during adjuvant chemotherapy is 2% at 1 year, and reaffirmed that primary thromboprophylaxis is unlikely to result in clinical benefit. 18 Recently, the 
